Introduction
Infective endocarditis (IE) is a continuously evolving disease with a persistently high morbidity and mortality despite several advances in diagnostic techniques, anti-microbial chemotherapy, and surgical facilities. The continuous change in the clinical profile of the disease mandates regular appraisal of the management strategies. Thus, despite several guidelines available to treat the disease, IE has always been a challenge for the physicians. [1] [2] [3] [4] And, in developing world where 'traditional' profile of IE is more prevalent, it can be even more difficult to manage it with the help of western guidelines. In a country like India, changes are happening in the form of host factors, substrate population, introduction of advanced diagnostic techniques, availability of antibiotics, and aggressive surgical approach. Therefore, the situation here is probably more complex because of double burden of 'traditional' as well as 'modern' IE. Many studies from the West have already uncovered changes in the clinical profile and revealed the 'modern era' of IE. [5] [6] [7] [8] [9] [10] [11] [12] Some studies have been published from Indian subcontinent also, but there has been a paucity of reports from cardiac centers involved in active and aggressive cardiac interventions and surgery. characteristics, echocardiographic findings, treatment, and outcome. With a data collection of last 5 ½ years, we tend to highlight the important differences from Western and already available Indian subcontinental data and to know if we are really entering the 'modern era' of IE.
Materials and Methods
Ours is a tertiary care exclusively cardiac institute, one of its kind in north India, serving patients for more than 20 years. The patient population includes mainly referrals from all over the country. In a systematic retrospective review of clinical records, all adult patients (>18 years of age) admitted at our institute between 1 st July 2005 and 31 st December 2010 were reviewed from our computer database, and patients with IE were identified. A case was defined as any adult patient admitted with a diagnosis of 'definite' IE based on modified Duke's criteria. [17] Of all the identified patients of IE, patients who were classified as 'possible' cases according to modified Duke's criteria were excluded. Only 'definite' cases were included in the study. For these cases, the following information was collected: Age, sex, transfer from another facility, history of heart disease, procedures and situations at risk for IE, non-cardiac co-morbidities, antibiotic history before admission, presenting symptoms and signs, complications, microbiological data, echocardiographic findings, medical/surgical treatment received, and outcome. Data were collected and entered into a database using Microsoft excel. Statistical analysis was conducted using SPSS for windows version 13.0. Fisher exact test or Chi-square test was applied for comparison of categorical variables. t-test was applied for comparison of mean values. P < 0.05 were considered statistically significant.
Results
From July 2005 to December 2010 (5 years and 6 months), 83 patients were admitted at our center with a diagnosis of IE. According to modified Duke's criteria, 22 patients were 'possible' cases, and 61 were labeled as 'definite' cases. 42 (68.8%) cases had native valve endocarditis (NVE), and 19 (31.1%) had prosthetic valve endocarditis (PVE). During the study period, the incidence of IE at our center was 79.6 per 100000 hospital admissions or 14.5 cases per 100000 patient-years.
Demographics [Table 1 ] showed that there were 47 (77%) males and 14 (23%) females. Male to female ratio was 3.3:1. Mean age was 49.3 ± 13.7 years (age range 19-84 years; median age 51 years). When patients of PVE and NVE were compared, males had a predominance in NVE (P = 0.017).
When we studied the predisposing conditions [ Table 2 ], rheumatic heart disease (RHD) was found to be the commonest underlying heart disease (37.7%), followed by congenital heart disease (CHD) (22.9%). Only 1 patient had a history of intravenous drug abuse (IVDA). No patient had a history of undergoing any dental procedure in recent past.
Amongst the clinical symptoms [ Table 3 ], most frequent symptom on presentation was fever, in 56 (91.8%) cases, followed by dyspnea in 38 (62.2%). 16 (26.2%) patients presented with features suggestive of embolism. Most common site for embolism was brain (11.5%). Tables 4 and 5 ], causative microorganisms were identified through blood cultures in 41 patients (67.2%), blood cultures were negative in remaining 20 patients (32.8%). Culture-negative IE cases were diagnosed/labeled as infective endocarditis if blood cultures were not fulfilling the requirements as per 'Modified Dukes criteria,' but patients were otherwise fitting into the definition of 'Definite' IE (i.e., presence of 1 major and 3 minor criteria; or presence of 5 minor criteria) based on echocardiography, laboratory, or clinical findings. [17] Amongst the 41 culture-positive cases, 1 patient had polymicrobial infection (Streptococcus and Pseudomonas). Commonest microbial isolates were Streptococci and Staphylococci, with an equal incidence of 21.4% (9/42 each). While comparing culture-positive and culture-negative cases, age of the patients was the only statistically significant factor (P = 0.048). 54% had already received some antibiotic therapy before presenting at our center. Amongst 20 culture-negative cases, 12 (60%) had received antibiotic treatment before admission, while among 41 culture-positive cases, 21 (51.2%) had received prior antibiotic treatment (P = 0.596). Mortality was seen in culture-positive cases only, but it was statistically not significant (P = 0.293).
When we collected echocardiographic data [ Table 6 ], it was observed that transthoracic echocardiography (TTE) as well as TEE was performed in all the cases. Common echocardiographic findings were vegetations (88%), new/worsening regurgitation (11%), and cardiac abscess (10%). Left side of the heart was affected much more frequently. Right-sided endocarditis was seen in just 1 patient. Now considering the treatment and outcome part [ Table 7 ], it was observed that all 61 patients were treated with appropriate antibiotics (based on American Heart Association guidelines). An empirical treatment regimen involved injection ceftriaxone, vancomycin, and gentamycin. Oral rifampicin was added if it was a case of early PVE (<12 months post-surgery). Later on, the antibiotics were reviewed according to the blood culture and susceptibility report. 31 patients received only medical therapy. Out of these 31 patients, 3 were discharged on request before completion of therapy. Along with medical therapy, early surgery was performed in 30 patients. In total, there were 4 in-hospital deaths. Follow up records after discharge were not available to analyze mortality on long-term basis.
Discussion
Reports from the West have shown a change in the spectrum of IE. However, reports from our country are very few, and those too are probably not a true reflection of the spectrum of IE due to a lack of the diagnostic and management modalities in the country. We analyzed our results one by one including demographics, predisposing conditions, clinical features, microbiological characteristics, echocardiographic findings, treatment, and outcome; and tried to find any important differences from western and already available Indian subcontinental data. About the demographics, the incidence of IE in our study was 14.5 cases per 100000 patient years, which is very
West. An upward shift in the mean age in our patients in comparison to the last century data from this part of the world (49.3 years vs. 27 years) is suggestive of a gradual fall in the incidence of RHD here also. Most of our patients were males with a male to female ratio of 3.3:1. Even previous studies from Indian subcontinent have persistently shown this trend of male predominance, but the M: F ratio in our data is higher than that reported by any of them, 2.5:1, [13] 2.7:1, [14] 1.8:1, [15] and 2.7:1. [16] This change in ratio towards males may again be due to the decreasing incidence of RHD in our society, as RHD is well known to be more common in females.
When we analyzed the predisposing conditions, it was found that quite similar to previous studies from this part of the world and contrary to western reports, RHD was the commonest underlying heart disease (37.7%) in our patients also. [13] [14] [15] This is well explained by decreased incidence of rheumatic fever in the West. However, the percentage of RHD was lower in our study compared to other Indian studies, suggesting that the trends are changing here also. Mitral valve prolapse (MVP) as an underlying heart disease was seen only in 3.3% cases, again matching well with Indian studies [13, 14] but not with the Western data where MVP has been relatively more common. [19] Incidence of IE in structurally normal heart (14.8%) is also showing a change in the trend towards western data, which report an incidence of 30% . [20] This change suggests that we are also entering the era of ageing population with an increased incidence of degenerative cardiovascular disease. PVE constituted 31.1% of cases in our study, which is a very high rate, compared to 10-15% reports from west. [20, 21] and 1-10% from India. [13, 14] This discrepancy could be directly related to the patient selection in a tertiary care cardiac center. Recent social changes have caused a rise in IVDA and right-sided IE in the west. [5, 20] But, we encountered right-sided IE in structurally normal tricuspid valve in only 1 patient and that too with no history of IVDA. This suggests that IVDA is yet not that big social problem in Indian subcontinent. This fact was supported by another study by Tariq et al., from Pakistan, where 9% of their patients had right-sided IE, but only 1 subject had a history of IVDA. [15] The clinical presentation and complications of IE in our patients were not very different from previous reports, either from west, [7, 8, 10] or from developing world, [13] [14] [15] [16] except that incidence of stroke was quite low compared to two of the western reports. [8, 10] Amongst the complications, congestive heart failure was the commonest one (47%) matching with many other reports, [10, [13] [14] [15] but the frequency of sepsis was slightly high compared to the western incidence of 1.7-6.2 cases per 100000 patient years. [18] The high incidence can be explained by the fact that ours is a cardiac tertiary care center with a prominent cardiac patient population. Majority of our patients (mean age 49.3 ± 13.7 years) presented in the fifth decade of life, which is in contrast to the earlier Indian studies (mean age ~27 years), [13] [14] but closer to the western data. [6] [7] [8] [9] The reasons for lower age reported in earlier Indian studies are likely multifactorial and include a higher incidence of RHD and uncorrected CHD in developing countries like India while a more aged population and lower incidence of RHD in the higher (21%) in our patients compared to many of the western [8, 10] or developing world reports. [13] [14] [15] Also, stroke was not encountered that frequently in our study (11%) as reported by the western studies. [8, 10] Very interestingly, history of dental procedures was not present in any of our patients. Other recent studies have also shown no significant relationship between dental procedures and IE. [22] Before discussing the microbiological characteristics, we should understand that because IE can present with a long period of illness prior to hospital admission, many of these patients might have already been prescribed antibiotics without a proper diagnostic work up. This practice has been an issue not only for the developing world but has also been reported from developed world. [9, 23] In our study culture, positivity rate was 67.2%. In contrast, western data report culture positivity rates of 69-97%. [6] As per our data, antibiotic therapy was already received by 54% of cases. The more frequent practice of empirical use of antibiotics in the developing world could be the reason for a low yield of blood cultures in our study. Interestingly, when we compared our culture-positive and negative cases, prior antibiotic use was not found to be a statistically significant factor (P = 0.596). This is well in contrast to the study by Chaudhary et al., Garg et al. , and a latest report from Pakistan where significant association was found between previous intake of antibiotic and incidence of culture-negative endocarditis. [13] [14] [15] [16] Mortality was seen only in culture-positive cases, though this was statistically insignificant (P = 0.293), probably due to a small sample size. In the past, Streptococcus species has been documented as the most commonly identified organism in cultures. [5] But recently, Staphylococcus has scored over the Streptococcus group. [11] [12] [13] This change in trend in the West may be attributable to changing patient characteristics (ageing, IVDA, and prosthetic valves), interventions, nosocomial and iatrogenic endocarditis etc., Though this change was not proved in one of the recent Indian studies, [14] our data shows an equal incidence (21.4%) for Staphylococcus and Streptococcus, supporting the fact that changes reported by western researchers, in the spectrum of organisms causing bacterial endocarditis, have started appearing in the developing world also. Moreover, literature indicates that prosthetic valves are generally at higher risk from Staphylococcus, and our study had relatively high incidence of prosthetic valve endocarditis. [24] Utility of TTE and TEE has been well recognized in the diagnosis of IE. [25] Sensitivity of TTE is reportedly 40-63%, while that for TEE has been reported as 90-100%. But, a service burden of echocardiography has been a hindrance for making this modality a routine for the diagnosis of IE, and early echocardiography to diagnose IE is arguable. But, the situation in the developing world is different, where culture negativity rates are high, and modern serological and molecular diagnostic techniques remain poorly resourced, while the manpower for echocardiography is relatively easily available and cost effective. Ours being a tertiary care cardiac center, virtually all the patients admitted here undergo a TTE, at least as a preliminary evaluation. TEE is performed for all the patients admitted with a suspicion of IE. A study by Heidenreich et al., concluded that TEE was more cost-effective than TTE in people with a high pre-test probability of IE, and it provided evidence supporting use of TEE as the first and only imaging study in the work up of the patients with higher probability of IE. [26] Now, considering the echo positivity rate, vegetations were detected in 88% of our cases, which compares well with many other recent reports from developing and developed world. [9, 10, 14] Echo positivity rate was much higher than that reported by Chaudhary et al., (probably because TEE was not used in their patients, and sensitivity of TTE to diagnose IE is low). [13] In our study, mitral valve was involved more commonly (70%) than aortic valve (51.8%). In other studies, rate of mitral valve involvement compared to aortic valve was either almost the same (36% vs. 35%) [14] or lower (29% vs. 35%) [8] and (36% vs. 38%). [10] We found large vegetations (>10 mm) in 29% of our cases as compared to 43% reported by Garg et al. and 13% by Tariq et al, [14, 15] The clinical or epidemiological importance of these findings is not clear at this point of time [ Table 8 ].
With regard to the outcome analysis, we would like to point out that several western studies from 1990s and 2000s have shown that mortality of IE is still from 10-24% though the trend has been towards improvement in survival over last 3 decades. [5, 7, 8, 10, 20] The trend towards decreased mortality has also been seen in most of the Indian subcontinental reports: 42% in 1970, [27] 20.3% in 1981, [28] 25% in 1992, [13] and 13% in 2001. [29] Though some studies in recent times are still showing high mortality rates, [14, 15] in our study, the mortality was relatively very low (6.5%). The probable reasons for such a low mortality will be discussed below. Amongst the patients who died (n = 4), 3 patients died with a diagnosis of 'sepsis with congestive heart failure,' while 1 patient died due to 'septicemic shock and multi-organ dysfunction and acute kidney disease.' At our institute, surgical consultation is requested on a prompt basis if patient has class I, class IIa, or class IIb indications for surgery according to 'ACC/AHA 2006 Guidelines for the management of patients with valvular heart disease.' Our observation revealed that almost half (49%) of the patients were taken for surgery, and this increasing need for surgery in IE has also been advocated by one of the recent reviews. [30] In another review, the data showed that surgery was required in 25-30% of cases during acute infection and in 20-40% cases during convalescence; [11] but the proper selection of patients for surgery (based on requirement and fitness status) can be difficult. Therefore, the impact or benefit of surgery on patient outcome can be varied in different studies. There are no randomized controlled trials of early surgical treatment with long-term antibiotics vs. medical treatment alone. Existing knowledge is based on observational data only. The results of a study incorporating 10 years data from 7 US hospitals showed that surgical treatment was associated with reduced mortality (15% vs. 28%, P = 0.01). [31] Similar trend towards improved outcome in patients undergoing surgery has been shown in many other international series. [8, 9] In spite of suggested benefits, the surgery in IE is not risk-free and may have a high operative mortality rate. In one study, overall surgical mortality in active IE has been reported as 8-16%, [32] while in another study, surgical mortality has been reported as 5-10% in patients without heart failure and 15-35% in patients with heart failure. [33] Still, these rates are far less than the mortality rates for IE with heart failure without surgical therapy, which can be as high as 50%. [34] At our center, the rate of surgical intervention was fairly comparable to the reports from the Western world [5, [7] [8] [9] and much higher than that in any of the Indian subcontinental reports. [13] [14] [15] But, very surprisingly, no mortality was seen in our operated cases, though this finding was not statistically significant (P = 0.293), probably due to less number of cases. The probable reasons for low mortality in our series (overall as well as surgical mortality) could be early surgical intervention, high rate of surgery, differences in disease characteristics, less number of cases, and bias in case selection. [5] Metanalysis [6] Castillo et al [7] French Survey [8] EHS [9] EIRA-2 Investigators [10] Choudhury et al [13] Garg et al [14] Tariq et al [15] Khan et al [16] Present Study To conclude, our patients showed many of the 'classical' developing world characteristics of IE including male predominance, a high incidence of RHD, and high culture negativity rates. Still, we recorded several new trends such as: 1) Increasing age category, indicating RHD as a lesser common antecedent to IE, 2) an increasing proportion of patients with no previously known heart disease, 3) improving culture positivity rates, 4) changes in the microbiological spectrum i.e., a rise in Staphylococcal infections, 5) increased usage of TEE, 6) high elective surgical rate, 7) Apparent improvement in survival rates. Thus quite similar to the 'modern era' profile of IE reported by western researchers, important changes in the demographic, clinical, and microbiological profile appear to have started appearing in India as well. These changes point to the fact that the disease now requires a new approach, particularly relating to diagnostic and treatment options in the future. And, the need of the times is to include patient data from other developing Nations as well in multicenter studies.
The limitations of this study also deserve a mention here. In particular, this was a retrospective, single-center study. Because we studied a disease of low incidence, we faced the problem of sample-size limitation also. Due to scarce technical resources in the developing world, serological and molecular techniques are not in common use; so, our results might not reflect 'true' microbiological profile of the disease. Another strong limitation of the data presented here is that the center is a tertiary care center, with its inherent selection bias. Therefore, this data may not be generalizable to the community. Finally, regarding outcome of the disease, no follow-up data was available after discharge of the patient from hospital. Strength of the present study was that only 'definite' cases were included for analysis.
